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-E 


-KB. 


80 


pyridin-2-yl 




-H 


tbiophen-3-yI 


-E 


-KBi 



[0 0 3 6] [^5] 
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-fc* (7) 0>tt3Hk3>fc C5) 



tarim^o ^ (i o) liti 9] 





A 


Z 
B7-H 
S8-H 


Rl 


Y 


He t 


R 2 


R 3 


81 


pyridin-4-y 1 


II 


-H 


thiopheo-S-yl 


-H 


-Hfi« 


82 


pyrazio-2-y I 


III 


-H 


thiophen-3-yl 


-H 


-HEi 


83 


pyrinidia-4-yl 


j 


-H 


thiophea-3-yl 


-H 


-HBi 


84 


pyr i daz in-3-y 1 


11 


-H 


thiophea-3-yl 


-B 


-HB. 


85 


R-uethyl-pyrrol- 
3-yl 


III 


-H 


thiophea-3-yl 


B 


-NBi 


66 


pyrrol-2-yl 




-B 


thtopaen-3-yl 


-E 


-KB a 


87 


thiaxol-3-yl 


II 


-H 


thiophen-S-yl 


-H 


-NBb 


88 


piperidin-3-yl 


III 


-H 


thiophen-S-yl 


-H 


-KB» 


89 


<ja ino 1 ia-5-y 1 


I 


-E 


thiopben-3-yl 


-H 


-HH* 


90 


isoquinol in-6-y 1 


II 


-B 


ttii opboa-3-y 1 


-B 


-Nfit 


81 


benzof aran-4-y 1 


III 


-E 


thiophea-3-yl 


-H 


-HBi 


82 


indol-4-yl 




-H 


thiophen-S-yl 


-B 


-HHi 


93 


benrotbiophea-4- 
yl 


II 


-H 


thiophen-S-yl 


-H 


-HHs 


94 


bemiaidaiol-4-y 

1 


III 


-H 


thiophen-3-yl 


-H 


-RB. 


95 


pyridia-3-yl 




-CH« 


thlophen-3-y 1 


-H 


-HBi 


96 


pyrtdin-3-yl 


II 


-CI 


thiophen-3-yl 


-H 


-HHa 


87 


pyridia-3-yl 


III 


-OCB. 


thiophen-S-yl 


-H 


-RB> 


98 


pyridio-3-yl 




-COCB. 


thiophen-3-yl 


-s 


-HHi 


99 


pyridin-3-yl 


1 1 


-COOCBs 


thiophen-3-yl 


-B 


-NH» 


100 


pyri din-3-y I 


III 


-HBCOCH. 


thiophen-3-yl 


-B 


-NHi 



Rl 



ypZtiZfc&tobjZ (l l) 

[0 0 3 8] 
[ft2 0] 



A-X-O-CCH^n-^ 1 1 

R l jo <£ n fittrIB t Ip3H© 
Hb2 0] 




_R2 



(11) 



E t$ t e r t 
77 }*»&5U& 



[ft 1 9 1 



0 " H (10) 

zzt-e'&btitt (i 2) [ft 2 i] 

[0 0 3 9] 
[ft 2 1] 



A— X-O- (Cryn-^ 1 
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(5£f», A, X, Rl, R2, E, He tjoit^n 

[0 0 4 0] * (10) WSWft^fcfc* (11) 

£ 0 * (10) ts: (1 1) iiS^?" 
^-KteSStfSTS K*g^/fcRJ£. m.«iStt^*'7 s 'A' 

r±N-fc Kn^^W; h\ N-b R^yXh 

[0 0 4 1] *Slstf>Mf&ft%mk**1?V 

[0 0 4 2] £S>lc£fc. M3R»&®£Wu 5^>*tx^ 
a^/l^/l^SM 5 K* N, N' -%;Vtf~;V*J>( 

2-^nn-i, 3 -v^ S ^/o-!^ A 

* *7-f Kftiftf)'*^ K^f*3££^X/f^T^5 

[0 0 4 3] Si^fl M-2 0-+5 0t"e0. 5~ 

[0044] **w©t^ h vftr*^-/Wk»*ia*fP 
[0 0 4 5] rrT?JBJ6o*WcBB*>SK«fcrt, j£& 

rw^-Mi, raft:* 5 *** a» 
*ft 

[oo4 6] jBttnK&a*ttajfL#i, #t££jfr#t. h 



Sr&uiaft. wMBft* n*AKft. Mttft. 

S2lJS«. 0PJ&«. ^-Sft, ttc^ft. ¥**JSft. 

>v*f-s4 KM. £#ft> 1*1^®. 

ikmm, tt&sftimt* ^/w^iiai. Mienmui 

[0 0 4 7] gBMMIttty^^ $fl£ 

aWttMilKftif^iffeixS. 
[0 0 4 8] &j»#fi:ttf£-&A/, T**. M£ x Tbt 8 

[0 0 4 9]HM^^ **ft*Mu *-</w*$>5i> 

[0050] jiiLfftM^it mmmtmh^^nm 
[0051] m&*tM<DM&m&httL* m&=h*** 

ttftv\ 

[0 0 5 2] *»WO*a«»ft-8*W:, ^mo p ai: Lt 

«©»«3fts*ftKi»l!:*D-C3Wl-e*, *©ft«»ftt> 
<^ir LTfi^fiU A#J, m^J. «*J, MMPJ, ?L^J, ^fe 

[0 0 5 3] «83Blo»HBKi*»i-SK:»urHt, m^i: 
J^fi-fe/H3— ^>Ti6*<oW^#J^ Tic. J— 

i4^r^^^Aii, 7^!);>««tby!>A 
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[0 0 54] A#J©»*fcrt»-J-SJC|RUT«[. Ufrt 

[0 0 5 5] tf^yttfUtt, **Kl*V^il*#»*»ft 
[0 0 5 6 1 &tt#J£ «#J, ?L#J*5 

[0 0 5 7] ^Jco^S^^-retci^LrH, 

iMftT>v="— ;KDx7f;* ^y^ 
[0 0 5 8] ^b^M^C-CfM, i£##J, # 

[0059] *&w<nztitb(om.m$mmztt£tiz> 

*%, ff*L<l*Ki5-5 0lt%i:tS^sj:v\ 
[0 0 6 0] ^§g^rtL^E^fi^J<0^#^^iC 

*JGRttfc<, #S»!l«ttU ffiSU, £B<o 

[0061] ^n^^^&sxaBnott^-Jiri, /a 

Tf*. #Mlkg^9, -smooOl-lOOmgm^.!: 



fb#4fedSJKlO. 001—1, 000m g ^ffl-C^f^ns r ^ *s 
[0 0 6 2]*8^ (1) ^SSftSffrfi^Stisitf 

[0 0 6 3] 

mmmi 

n- (4 - r ^ s^&y^i/- 3 — r yv) - 4 h=*r 

^yX7;F^(l-l) 2, 

3, ^^3. Og (9mmol) £ 

ili6 0mU:M^X6. 5g (5 4mmol) £ 

fc. fftfJLfc@#££JSiJU 6^20ml(Cfit 

2&Kfc«rO. 39g (10%) #fc e 

1H NMR (270MHz, DMS0-d6) 6 ppm: 5.9(br. s) 

(1-2) 3, 4-^7? y^X-y^i/ mtxx, 2 

ffiM&O. 39g (O. 87mmol) t p -T~V^ 
yl^u y K7 4mg (0. 4 3mmol) £r^utJ/fcyV 

iiacMti^ftgtfco o. 3NM(:fcitcHci 

fCo ^i§:CHC 1 3 /Me OH«iLMg S0 4 "C^ 

^y^>-3-^/u) -4-^h^^yX7>K^ 

iiU40mg (19%)#fc 0 
m. p. 126^ (dec. ) 

1H NMR (270MHz, DMS0-d6) 6 ppm: 4.9(2H, br. s), 6.13 
(1H, d, J=3. 7Hz), 7.05(2H, d, J=8. 8Hz), 7.46(1H, 
t, J=3. 7Hz), 7.93(2H, d, J=8Hz), 9.53(1H, s) 

[0064] nmm 2 

4-7^-N- (4-T */ft7*y-3 — fyW) 

(2-1) 3, 4-s*r ^ j^-or?^ mt^x, 2 

^^^2. 33 g (7mmol) i:p-nhD^y^ 
/^ny K64 8mg (3. 5mmol) &?uv2 7fc/ls 
Mcmmi, hyxf;V7^5ml *r*»T^JPx.^. 
MlCMtl^Mtto ifcmmzlbVCHC l 3 "Ctt 
WbfCo *I^NaOHT^fnUi$r6iUCo 
£CHC 1 3/MeOHl:*«|t^3-h*7A-C»8 

li^n- (4 -7-;;ft7xy- 3->f yv) -4 

--Fp^yX7; Wiat4 0mg (5%)» 

1H NMR (270MHz, DMS0~d6) 6 ppm : 4. 9(2H, br. s), 6.15 
(1H, d, J=3.7Hz), 7.54(1H, d, J=3. 7Hz), 8. 15 (2H, 
d, J=8Hz), 8.37(2H, d, J=8Hz), 9.97(1H, s) 
(2-2) N- (4-7^ft7xy-3-^/U) - 
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4— hn^yXT^ KO. 1 8 6 g (0. 7 1 mm o 

l) ^ ^ ; -;n m l tili l m l Cii 1 2 tit: 

*X4 0 2mg (2. lmmol) ^PX^^SI^b 
fctf^l^lfcgbfc. 7R^n^L3N NaOH^ftll 

chc ur-atiibfco ^mMtm^i^)^^f^y 
At«tg^4-7 ^ y — n — (4 -r ^ y 

3 ^X7UW B i:U3 5mg 

( 2 1 %) #fc 0 
m. p. 130^; (dec.) 

1H NMR (270MHz, DMS0-d6) 6 ppm: 4.8(2H, br. s),5. 7(2 
H, br. s), 6. 11 (1H, d, J=3.7Hz), 6. 59 (2H, d, J=8H 
z), 7.41(1H, d, J=3.7Hz),7.68(2H, d, J=8Hz), 9.2 
(1H, s) 

IR(KBr)cm-l;3387, 1603, 1506, 1405, 1286, 1185, 845, 772 

[0065] mmm 3 

n- (4 -r ^ y ^-^-y ^ly- 3 -4^) -4-tKn 

N- (4-7^ y ^^"^7 3 — f/V) 

^yX7^; K0. 04g (0. 152mmol) 

Mftit2 0mg (5 3%) <D3&)<DN- (4~7^ 

y^^^^^-3 — fjv) -4-t Kn^y7^/-<y 

5 K£r#fc 0 
m. p. 150^ (dec. ) 

1H NMR (270MHz, DMS0-d6) 6 ppm : 4.85(2H, br. s), 6.1 
1(1H, d, J=3. 7Hz), 6.87(2H, d, J=8Hz), 7. 44 (1H, d, 

J=3. 7Hz),7.80(2H, d, J=8Hz) , 8. 57 (1H, s), 8. 78 (1H, 

s), 9.4UH, s) 

IR(KBr)cnrl ;3281, 1605, 1507, 1286, 1182, 847, 767 
[0 0 6 6] mifcM4 

n — (3-7^y t°y f;v) -4-7^/^ 

>-X7 ^ K<£>£-/& 
(4-1) 2 -T ^/-3-^bnt^y 1 . 3 3 g 
<0^^f*^^tC4-^hn-<^y r ^^^c2 y K 1 . 

^fW^^^^^v/ / ^^y-/>-c^^u N- 
(3 -~ }>n-2-b°y ^/v-4-^hD^yX7 5: K 

fcl. 7 4 g (6 0%) ^fco 
m. p. 215-216^ 

1H NMR (270MHz, DMS0-d6) 6 ppm : 7.58(1H, dd, J=5, 8H 
z), 8. 23 (2H, d, J=9Hz), 

8. 38 (2H, d, J=9Hz), 8.48(1H, dd, J=l. 5, 8Hz), 8.79 
(1H, dd, J=l. 5, 5Hz) 
(4-2) N- (3-^hnt P !J'yy-2--f;U) -4 
[>n/<yX7; Kl . O g &DMF 4m 1 $J 

£ri&*§u y *y-/vri£jite£^N- (3-r^yt° 

y 2 — f/V) -4-7^7-<yX7^ K£:0. 6 



9 g (76%) ^fco 
m.p. 162-163^ 

1H NMR (270MHz, DMS0-d6) 6 ppm: 4.92(2H, br. s), 5.75 
(2H, s), 6.58(2H, d, J=9Hz), 7.04(1H, dd, J=5, 8H 
z), 7. 17(1H, d, J=6.6Hz), 7.73(1H, d, J=5Hz),7.77 
(2H, d, J=9Hz), 9.96(1H, s) 

[0067] mmm 5 

N— (4-7^yft7xy-3-^/U) -4- {N- 

(t^y ^v-3—Y/u-^ h^^x;/^^^) 7* ^ y y 

4- {N- (t^yv^-3 — T/^-y h^r^X7/V^^ 

a-) r 5: y y ^/W 2c&#$£ 2 0 8 m g zmt* 

6. 2mU:«U TK^Ti-^^rlfy^^n y KO. 
3 2ml fcflDfcfco ^tTT*3 0#*f#bfc^ 

b/c 0 #<bnfc4- {n- (^y^v-3 — r/w-y h 

^rVX7/V/^^^) 75/^f;W ^/^oy K&: 
^T^Jfe#i2 tra«^*^U N- (4-7^/ft 
— -4- {N- (blv^y-3->f;v 

-y h^-iy^/^^/w) 7-;yyf/W ^yX7^ K£r 

5 5 m g (20%) #fc 0 
mp. 170-174t:. 

1H NMR (270MHz, DMS0-d6) 8 ppm : 4.33(2H, d, J=5. 9H 
z), 4.9K2H, br. s), 5. 15 (2H, s), 6. 18 (1H, d, J=3. 
7), 7.44(2H, d, J=8. 1), 7.55(1H, d, J=2. 7), 7.83(1 
H, d, J=8. 1) 7.94(2H, d, J=8. 1), 8.01(lH,m), 8.58 
(1H, d, J=3.7), 8.64(1H, s), 9.67(1H, s). 
IR(KBr)cm-l: 3222, 3029, 1713, 1651, 1555, 1481, 1 
419, 1266, 1129, 1024,982, 856, 793, 708. 

[0068] mmm e 

N— (4 -7$ y f*7*y- 3 — (M -4- {N- 

4- (N- 7^7} 
ScA#*Srffiv^m60ll5 i:ra«^SJ6U N— (4- 
7$;ft7xy-3 — T/V) -4- {N- (2-~h 

n-o-^^^/^^/w) r ^ y } ^<yX7^ K£r#fc 0 

1H NMR (270MHz, DMS0-d6) 6 ppm : 6. 10 (1H, d), 7.22(2 
H, d, J=8Hz), 7.45(1H, d), 7.8-7.9(4H, m), 8.0-8.1 
(2H, m), 9. 54 (1H, s) 

IR(KBr)cm-l: 3100, 1609, 1541, 1507, 1347, 1164, 8 
53, 778 

[0069] mmnmw 1 ( t * h >%Lr^M\Mm 
(D [ 3 h] r-fc^/wt* b^<o$asi 

K5 6 2*(Hfl& (1 0 S » £ [ 3 H] n-B»thy !>A 
T*^i&U ^H^^^fe (J. Biol. Chem. , 
265:17174. 1990) l^ott * h V^rtt 

mbfc 0 

(2) b^«ir-fe^/Wk;»*<o»»»sa 

K5 6 2tt(2. 5X10 8 f|g) <t»)«»Ufc«Sr^ 
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m h<D^m (J. Biol. Che m. . 265:17 
1 7 4. 1 9 9 0) te«fc BJfcfflU ^ftttJMMon 
oQ HR5/5 (7r/W'>7tt) £rJBV\ 0-1M 

( 3 ) t * h ^Kr -fe^/MkiBifiawgttwjwft 

(1) -eilitfc [ 3 H] 7tf^t^hy^l00/i 

g/mit (2) -emtufct:;* h^mr±^Mtmm 

M2/il Sr^tfS^A DBA :5mM!J V V 

A (pH7. 5) , 5%^U-fen— /K 13mM ED 
TA] 5 10^3 7t^tlJ^^$^ 

^5VP5 5 0 m 1 SrAP^:, ^^js.t'Ota^SrtT 
V\ Mxf;Vi4 0 0/i i^yfi/-^ 3 y/M7 

9i&ItlLfc [ 3 H] |»©3S«*}gttfeJB*bfc. 

it, 5 0K<D#mmw&m&-rzmto<D*£. (i 

C so : iiM) Sr^fc, KTIC, MMS**r, ^-2 
[0 0 7 0] 



(I C 6 o : MM) 





1 2 




1 7 




9 


mm ± v> fcs® 


8 6 




4 




8 




1 9 0 



[0 0 7 1 ] 



(72) mm^ m 

=Hi*awmjw*i9oo«i6o 1 h#«hi 



^**1B8«*J|C»1900»*0 1 
<72)3&W# (TP 

=f **j3gjsmm»i9oo#*<o i 
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